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Disposition of Claims 

4) E3 Claim(s) 5.7.10,13,14,16.21 and 23-29 is/are pending in the application. 
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DETAILED ACTION 

1 . The Amendment filed December 13, 2005 in response to the Office Action of 
September 14, 2005, is acknowledged and has been entered. Previously pending 
claims 5, 10, 21, and 25 have been amended. Claims 5, 7, 10, 13, 14, 16, 21, 23-29 are 
currently being examined. 

2. The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office Action. 

Claim Objections 

3. Claims 1 0, 21 and 25 appear to be free of the art but are objected to as being 
dependent upon a rejected base claim, but would be allowable if rewritten in 
independent form including all of the limitations of the base claim and any intervening 
claims. 

Maintained Rejection 
Claim Rejections ■ 35 USC §112 

4. Claims 5, 7, 13, 14, 16, 23, 24, and 26-29 remain rejected under 35 U.S.C. 112, 
first paragraph, as failing to comply with the written description requirement. The 
claim(s) contains subject matter which was not described in the specification in such a 
way as to reasonably convey to one skilled in the relevant art that the inventor(s), at the 
time the application was filed, had possession of the claimed invention. 
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5. Applicant submitted deposit information for monoclonal antibody ZME-01 8 to 
describe a ZME-01 8 antigen that is recognized by monoclonal antibody ZME-01 8 (as 
recited in claims 10, 21, and 25), however, Applicant fails to address the written 
description requirement for claims 5, 7, 13, 14, 16, 23, 24, and 26-29. 

New Rejections 
Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 1 22(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351(a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21 (2) 
of such treaty in the English language. 

6. Claims 5, 7, 13, 14, and 24 are rejected under 35 U.S.C. 102(e) as being 
anticipated by US Patent 4,971,792, Steplewski et al, filed 3/27/1987. 

The claims are drawn to a method of treating cancer in a human patient 
comprising (a) determining that the cells of the patient's cancer express a selected cell 
surface associated antigen that can be recognized and bound by a protein with an 
antigen recognition site directed to the antigen; and (b) administering to a patient 
determined to have cancer whose cells express such an antigen a cytocidally effective 
dose of a composition comprising said protein conjugated or fused to a biological 
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response modifier (claim 5, 24), wherein said cancer is breast cancer (claim 7), wherein 
the biological response modifier is a cytokine and is TNF (claims 13 and 14), and 

US Patent 4,971,792 teaches a successful method of treating breast cancer in 
patients comprising identifying antigenic expression of a biopsy sample from the patient 
using a monoclonal antibody that specifically binds the antigen expressed on the 
surface of the tumor cells, and administering the monoclonal antibody that recognizes 
the tumor antigen to the patient (col. 11, lines 1-26; col. 2, lines 11-15). US Patent 
4,971,792 teaches monoclonal antibodies conjugated to biological response modifiers 
which include cytokines such as TNF (col. 7, lines 44-55; see claims 1, 8 and 9). 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

7. Claim 16 is rejected under 35 U.S.C. 103(a) as being unpatentable over US 
Patent 4,971 ,792, Steplewski et al, filed 3/27/1987, in further view of US Blick et al 
(Cancer Research, 1987, 47:2986-2989, previously recited). 

The claims are drawn to the method of claim 5 wherein the TNF is TNF-a (claim 

16). 
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US Patent 4,971 ,792 teach a method of treating cancer in a human patient and 
a monoclonal antibody conjugated to TNF as set forth above. US Patent 4,971,792 
does not teach a method wherein the TNF is TNF-a. 

Blick et al teach a method of treating cancer in a human patient with TNF-alpha 
with evidence of anti-tumor effects for some patients (p. 2988, col. 1; p. 2989, col. 1). It 
is well known in the art and the reference teaches that cytokines such as TNF-a are 
known to have cytostatic and cytotoxic effects against a wide range of human tumor 
cells. 

It would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to use the cytokine TNF-a as a biological response 
modifier because TNF-alpha is a well known biological response modifier that has anti- 
tumor activity and is a natural defense against tumors produced by activated 
macrophages and because US Patent 4,971,792 teaches the conjugation of a 
monoclonal antibody to TNF for treatment of cancer. One would have been motivated to 
use TNF-alpha as a biological response modifier because of its known anti-tumor 
effects and for the advantages of conjugating TNF-alpha to an antibody to specifically 
target the anti-tumor effects. 

8. Claim 23 is rejected under 35 U.S.C. 103(a) as being unpatentable over US 
Patent 4,971,792, Steplewski et al, filed 3/27/1987, in further view of US Patent 
5,135,736, Anderson et al, filed 8/15/1988. 
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The claim is drawn to the method of claim 5 wherein the protein with an antigen 
recognition site is fused to the biological response modifier (claim 23). 

US Patent 4,971 ,792 teaches a method of treating cancer in a human patient and 
a monoclonal antibody conjugated to biological response modifier as set forth above. 
US Patent 4,971 ,792 does not teach a method wherein the biological response modifier 
is fused to the protein, or antibody. 

US Patent 5,135,736 teaches the manufacture of fusion proteins comprising an 
antibody and a cytotoxic agent wherein the fusion protein is produced through 
recombinant DNA technology (col. 2, lines 16-30; col. 12, lines 55-61; Example IV). US 
Patent 5,135,736 teaches method for enhancing in vivo cytotoxicity of a targeting 
protein conjugate comprising administering the conjugated protein or antibody to a 
tumor-bearing patient and a method for enhanced in vivo imaging of a tumor 
comprising administering the same conjugated protein or antibody (col. 1, lines 55-64). 
US Patent 5,135,736 teaches that the formation of a covalently-linked complex, such as 
an antibddy-cytotoxic agent fusion protein, allows increased retention of the targeted 
protein or antibody conjugate at the plasma membrane of a target cell (col. 14, lines 26- 
31). 

It would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to use a fusion protein as taught by US Patent 5,135,736 
in the method of treating cancer taught by US Patent 4,971 ,792 because US Patent 
5,135,736 teaches the recombinant production of an antibody fused to a cytotoxic 
agent. One would have been motivated to use a fusion protein comprising an antibody 
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used to a cytotoxic agent, such as a biological response modifier, in the method taught 
by US Patent 4,971 ,792 because US Patent 5,135,736 teaches that an antibody fused 
to a cytotoxic agent increases retention of the targeted protein or antibody conjugate at 
the plasma membrane of a target cell, hence enhancing in vivo cytotoxicity of the 
targeting fusion protein to treat the targeted cancer. 

9. All other rejections recited in the Office Action mailed September 14, 2005 are 
hereby withdrawn. 

10. Claims 10, 21 and 25 are objected to. Claims 5, 13, 14, 16, 23, 24, 26-29 are 
rejected. 

1 1 . Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Laura B. Goddard, Ph.D. whose telephone number is 
(571) 272-8788. The examiner can normally be reached on 8:00am-5:00pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Siew can be reached on 571-272-0787. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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